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I . (Amended four times) A compowDd of die formula: 





wherein 

X is -O- or -S-; 
p is i OT 2; 

Y is hydrogen, lower atkyl, hydroxy, chlorine, fluorine, bromine, iodine, Uiwer 

alkoxy, trifluoroni^fliyl, nitru, or ^ino, wheal p is 1; 

Y 15 lower aikoxyt, hydroxy and halogen] when p is 2 and X is -0-; 
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[(Ri) is Rjo, R21. or ^22' wherein: 



R20 is -(CHj)^- where] n is 2, 3, 4 or 5; 
[R21 is 

-CH2-CH=CH-CH2-, 
-CH2-C=C-CH2-, 
-CH2-CH = CH-CH2-CH2, 
-CH2-CH2-CH=CH-CH2-, 
-CHjC^C-CHrCHj-. or 
-CHj-CH^-C^C-CH^-, 
the -CH=CH- bond being cis or trans; 
R22 is R20 or R2, in which one or more carbon atoms of ^ or R21 are 



where is lower alkyl, -OH, lower alkoxy, -CFj, -NOj, 
-NHj or halogen;] 

R is hydrogen, lower alkyl, lower alkoxy, hydroxy!, carboxyl, chlorine, fluorine, 
bromine, iodine, amino, lower mono or dialkylamino, nitro, lower alkyl thio. 



lower alkyleneyl- 




A 
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trifluoromethoxy, cyano, acylamino, tiifluoromethyl , trifluoroacetyl, 
aminocarbonyl, [monoalkylaminocarbonyl, dialkyiaminocarbonyl, formylj 
-C(=0)-alkyl, -C(=0)-0-alkyl, -C(=0)-aryl, -C(=0)-heteroaryl, or 
-CH(OR,)-alkyl: [-CH(OR')-alkyl, -C(=W)-alkyl. -C(=W)-aryl, and 
-C(=W)-lieteroaryl;] 

wherein alkyl is lower alkyl; 

aryl is phenyl or 
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wherein R5 is hydrogen, lower alkyl, lower alkoxy, hydroxy, 
chlorine, fluorme, bromine, iodine, lower 
monoalkylaraino, power dialkylamino,] nitro, cyaao, 
trifluoromethyl, or trifluoromethoxy; 

heteroaryl is 




wherein Q3 is -0-, -S-, -NH-, or -CH = N-; 
[W is CHj or CHRg or N-R^ ;] 
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R, is hydrogen, lower alkyl, or acyl; 
[Rg is lower alkyl; 

is hydroxy, lower alkoxy, or -NHR,(, ; and 

R,o is hydrogen, lower alkyl, CpCj acyl, aryl, 
-C(=0)-aryI or -C(=0)-heteroaryl, 
where aryl and heteroaryl are as defined above;] 
and 

m is 1, 2, or 3; 

[all geomeiric, optical and stereoisomers thereof,] or a pharmaceutically acceptable 
acid addition salt thereof. 
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2. A compouadasclauned iiiclatm 1, wbash is 1-[4-[3- 
[4<l,2-benzisoxazoI-3>yI)-l-piperidiiiyl]pF0poxy]-3- 
me^oxypheaylletbaiiDQe or a pbamiBceutically accept- 
able add addition salt thereof* ^ 

3. A oompcniiC|as dmniAd in claim 1. which is l-[4-[^ 
[4-(6-{ltt(HO-l,2-beii2]soxazol-3-yI)-l-piperuliiiyl^ 
propoxy]-3-iiietlioxyplienyl]etfaanoiie or a pluimaceuli- 
caBy acceptable add addition salt Ibereof. 

4. Ac<HnpoiDidfisclaiiitedm(^aiml,'wbichffl l-[4-^4- : 
[4-(l,2-bcmi803Uizol-3-yl)- l-ptperidmyl]biLtoxy]-3me- 
tha3iypheiiyl]et]umQDe or a pharmaceutxcaUy accept- 
able add addition salt thereot 

5. A compovad as r^aAmrA in claim which » l-[4-[4- 
[4-(6-£luoro>l,2-beii2isoxazol-3>yI)-I>'piperidinyi|butox- : 
y]-3^iiethoxypheiiyl]etiiatioiie or a phaimaoeatically 
acceptable add addhxon salt thereof. 

6LAcompoiiiidasc[laiiiiedmdaiml>wkichis H4-[2- 
[4-(l^-bc»:i^BOaiazol-3-yl)-l-piperidinyIleth^ 

tneihoxyplicnyl]ethaiiDiie a phajmaceutically accept- : 
able add additian salt thereof. 

7. A compoimd as c^ainied ia claim which is H4-[2r 
[4^6-fluorO"l^'benzisoxazol-3-yl> l-ixpcrii&iy:gethox- 
y}-3-methozyphenyl]ethaoone or a phamaceutically 
acceptable add addkion salt thereof < 

8. A compound as claimed in daim 1, which is l-I4-(3- 
[4^1^24)enzisotb]azal-3-yI)- l-piperidinyl]pFopoxy]-3" 
m^oxyphenyljethanone or a pharmaoeuticaUy accept- 
able add addidon salt tiiereof. 

9. A oooapound as cluioed in claim i, which is 4-[3-[4- ' 
(6-fluoro< 1 j2-bciizisoxazoI-'3-y1)- 1 -pipexidinyl}pfop03C' 
y>3-Tiietlioxy-a-*methylbenzenemethsnol or a pharma- 
ccuticaUy acceptable add additton salt thereof. 

10. A cooqxsuiui as claimed in claim If which is l-[4- 
I3-[4-(fr-flcQrO' l,2-bcaT7isoxa?30l-3^yl)-l^iperidinyll- 
propoxy}-3-hydroxypheiisd]ethaiioiie or a pharmaceutic 
cally acceptable add additkm salt thereof. 

11. A compound as claimed in claim 1, whidiis 
[3-[4^6-chloro- i»2'^)eiiziaozazol-3-yl)-l-psperidinyll- 
propoxy}-3>methozypheiiy^|ethanoiieor apharmaceuti- : 
cally aooeptaUe add addition salt thereof. 
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12. A compcsundas cUxnedin cUim % which l-[4- 

butoxy]-S-methoxyphmyl]etfum>ae fuxaafate or a phar- 
maceatically acceptable &cid addition salt thereof. 

13. A compound as dAimed in claim 1, which is l-[4- 
[3-[4-<5-fluoro-l;24»eitzisoxazol-3'yl>i^pipeiidinyl]- 
propoxy}<3-metlioxypheiiyl]eth2Boiie or a pharmaceuti> 
cally acceptable acid a^tusn salt thet«of. 

li, A compound as chimed ia claim 1, which is 6- 
Quoiro-3-{l-E3-Cl^cthoxyphciioJcy)propyi3-4- 
^peridiiiyl]-l,2-beiizisoxazole faaaiats or a phaima- 
ceutically acceptable acid addition saltthereofl 
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15* A oompou2id as claimed in claim 1^ which is l-[3' 
[3-[4^6-fluoro-l,2-bcnziso3sa2oI-3-'yl)-l-piperidinyl]- 
pn>poxy]4-meth0xyphmyl]pbeiiylznethai^ or a 
pharmacei^^cally acceptable add addttton salt thereof. 
5 16, A compound as claimed in daim 1, which is l-[4- 
[244-(6Kihloro-l,2-beiizi8oxszol-3-yl)-l-pipBridiiiyi]e- 
thaxyj-S-mcthoxypheayllethanone or a pharmao^ti- 
cally acceptable acid addition salt thereof. 

17. A compound as claimed in claim 1, which is l-[3- 
:0 [344-(6-fluoit>-l,2-beiizisoxaa:ol-3-yl)-l-piperidinyl}- 

propoxy]plietiyl]ethaiiDne or a pliarmaceutically ac- 
ceptable acid additioii salt thereof. 

18. A compound as claimed m claim 1» which is l-[4- 
[3-[4-(6'flt3oro- l,2-benzisoxazol-3-yl>l-piperidiiiyI]- 

5 propoxy]-2-methyIpheiiyl3ethanjone or a phannaceuti- 
caQy acceptable add addition salt thereof . 

19. A compound as claimed in daim 1» which is l-[2- 
[3-[4-(6^uoK)-l^beoidsoxazol-3-yl>l-p!peridinyll- 
propoxy]-5-methylphcnyl]cttaonc or a pharmaoeuti- 

>0 cally acceptable add addition salt thereof. 

20. A oonq)ouid as churned in daim 1, whidii is N'[3- 
[^-t^-Cft-fluoro- l,2^bennsoxazol-3-3d)-l'pipeiidiiLylI- 
propozy]4<methoxyphenyllacetamide or a pharmaceu- 
tically acceptable add addition salt thereof. 

is 21. A compound as claimed in daim 1» wluch is i-[4- 
[34^(6-fIiK>Et>'l,24>enzi9axa2oN3-yl>I-piperidinyl]- 
propozy]-3-methylphenyl]et2ianQDe or a phannaceuti- 
cally acceptable add addition salt thereof. 

22. A compound as daimed in cisum 1, which is l-[4- 
K) [J-[4-(6-fIu<iro-l,2-bcazisoxazol-3-yl)-l-pjperidinyll- 

piiopoxylplieiiyl]ctbancme or a phwmaoeirtically ac- 
ceptable acid addition salt thereof. 

23. A compoand as dmncd in daim 1* which is 4-[3* 
[4-<6-fluoxo-l,24)ciiziso»rol-3'yl^-l-piperidinylJ- 

15 propoxyl-S-methoxybenzonitrile or a pharmacentically 
acceptable acid addition salt thereof. 

24. A compound as claimed in daim 1, which is 1- 
[3,5-dibromo4-[3-[4<6-fliioro-l,2-bcim80xa2ol-3-yi>l- 
piperidinyL}propoxy]phenyl]ethanoae or a pharmaoeu- 

40 tically acceptable add addition salt thereof. 

25. A compound as claimed in dxim 1, which is 6- 
fliiOK>-3-[H3-phenaxypax)pylH-p^)erid!nyri-l,2^^ ^ 
zboxazole or a pbarmaccatically acceptable add addi- 
tion salt tbjsreof. 
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25. (Amended) A compoLind as claimed in claim 1, |wbich is l-[4'l3-[4-(6-niiOro- 
l,2-benzisDxa2oJO-yil-l-piperidiny]l-pro|>oxy]-3-mefhylrneTcaptrtphEnylletliaricne or] which is 
l -f4-r3-r4-fG-f1uoro-] .2-ben;is o Ka?ol-3 -vl Vl-pipcri di ny ] J-propoxji] -3 ■ 
iiielhvlinercapcophtraylJtLtianuiie ur a ptianriacciiiLCiallv rtcceptable acid additioii salt thereof. 

27. A compound as claimed in claim 1, wMcti is 1-1.4' 
[4-[4-<l,24>onzisalihiazdO-yl>l-piperi€imylIhatoxy]- 
mfitboxypfacayl]ediA]]one or a ph&rmaceiitically accept- 
able acid adc^tion salt tfaoieof. 

28. A compotmd as claimed in claim 1, which is X>[4- 
[3-(4-(6'fluoro-l ;2-beiizisoxazol-3 -yl)-! ^peodinyl]- 
pn^x>xy]'3'm«dioxypibeiiyt^lienylmet]ia]ioiie or & 
phaim&ceutically acceptable add addition salt tiiereof . 

29. A oompound as claimed in claim 1, whicb is $-{U 
[3-[4-<l-ethoxyetliyl)-2rmelhoxyphcttoxy]propyl]-4- 
pipcridmylJ-^-fluoirO' l»24>en7n«f>xa7ole or a pharmaceu^ 
tically acceptable adid addition salt thereof. 

30. A compomifi as claimed in claim 1» which is 3-ri> 
[3-[4-(l -acetoxycthyl)-2-mcthoxyphenoxy]propyl]-4- 
pipcndinyl]-6-iliioio-l,2-benzisDxazole Or a pharmaceu- 
dcally acceptable add addition salt thereof. 

31. A compoimd as claimed in claim 1^ which is l-[4- 
l^*^MTiOTo- l^-beiizisOTazoI'3-yl)-I-pipcridinyl]- 
propoxy}-3-methoxyphenylJpentanone or a phaimaceu- 
tically acceptable acid addition sah thereof. 
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32. A compouoli as claimed m clatm 1» which is 2-[3- 

propo^yl-N-methylbenzendl^iuiie ct a pharmaceutic 
cally acceptable add addhicm salt thereof. 

33. A compouod as claimed in claim 1, which is 3-[l- 
[3-(4-hrofflo-2-mcthoxyphej«)xy)ptop^H-pipe^^ 
6-fluon>-l,243en2isoxazole or a pfaarmacenticaUy ac- 
ceptable add addidcm salt thereof 

34s, A compouiid as claimed in daim 1, which is H<4~ 
[3.[4.(6-flQoio-l,2^enzi$o<azol<*3'yl)'l-pipendijiyl]- 
pr(^Kixy]-S-medbOxyphenylIpropaaione or a pharmaoeu- 
tically acceptable acid additioa thereof. 

35> A oompound as claimed in daha 1, whidb b4-[3- 
^4-(^f|BOfO-l,2'beiizisoxazol4-yi)-l'piperidmyI]- 
propoxy3'3-metfaoxybeiizamide or a phannaceoticafiy 
acceptable acid addition salt thereot 

35. A cwnpound as claimed in claun 1, which is l-[4- 
p-[4-(6-flBoiO'l,2-befizi3axazol-3-yi>-l-piperidioyI]- 
p«)paxy]-3<metiylamino)paifiiiyl]ethanoiic or a phar- 
maoeuticatly acoqptable add additioii salt thereof. 

37. A compound as daimed in daim 1, which is l-[4- 
[3_[4-(6-fiuoK>-U2-benziaoxazol-3-yl>l-piperidinyll- 
propoxy]-3-ethoxpheaiylJcthaiione oc a phaimaceuti- 
cally acceptable acid addition aalt tiiereof . 

38. Aoompotmd as claimed in daim % which is N'[2- 
[3.[4-(6-flTioro-l,2rbenziBaxazol-3-yl)-l-piperidinyl]- 
propotxylpheayQacetacDidei or a phannaceuiacaUy ac- 
ceptable add addition salt thereof. 

39. A compound as claimed in daim 1, which is l-[4- 
[3-I4-(6-flixoK>-l,2-benzisoxazal-3-yl>.l-piperidinyll- 
propoxy]-3-duBe!hylani)iiiophenylJethaaone, or a i^iar- 
maccutically acceptable aod addition salt thereof. 

40. A compound as claimed in claim 1> uiiidi is l-[4- 
[3-[4-C6^iiorO'l,2-benzisoxazol-3-yI)-I-piperidinyl]- 
propoxy]-2'metboxyphe!Ly!]ethanooe, or a phannacea- 
tically aoceptablB add addition salt thereo£ 
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41. A compound as ckdzned m cMm 1, which i$ 4-[3- 
[4^(6>fluofo-1.2>beQ2isoxazol-3-yl)^l>tMpCTidinyI]- 
propO(xy]-3-Ii7dioxy-a-inetbyIbeazeae methanol, or a 
phannaceoticaQy acceptable add addition salt thereof, 4 

42. A compound »s claimed in datm 1, wMch is ^l^p- 
[4-(6*fkoro'1^2-beiizisoMzol-3-ylVl-p^ciidiiiyl}- 
propaacyjaniliiie, or a pharnuoeutically stocapt^ile add 
additioii salt thei«of . 

43. AoompoimdascdaiinMincMml, wluchisN-^ A 

acetyl'2-[3 -[4<6-fluoro-l,2^b«i2isc>xazol-3-yl)-l' 
piperidlnyl]prcqpa]cylpliewyl]acetanndc, or a pliarma- 
oeudcaUy acc^cable add addition salt theicof. 

44. A oompoiuid 8$ daiinQd in claim 1, whicli is 3-[l> 
[3-{4-ethyI-2-inethoxyplienoxy)propyl]-4-piperi^ ; 
lS-fIuoa:o^l»2^benzisoxazDle, or a pharmaoeutically ac- 
ceptable add addition thereof. 

45. A coDLpound a$ daimed in datm wfaddi is I- 
[3, 5-dimctlioxy-4-P-[4-(6-fl\iorO'l ,2-bCTzisaxazol-3-yl)' 
l-papcridinyl]propoxy]pbenyi]etiianoDe, or a phziniia- f 
centically acceptable acid addition salt fliereof. 

46. A compDimd a£ dakoed in claim 1^ which is K43<- 
[3-[4-<6-fluoio-l,2-bcnzisoxazol-3-yl)-l-piperidiiiyI|- 
propoxy]phenyl}ac^aimdey or a pfaannaceutic^y ac- 
ceptable add addition salt tiiereo£ < 

47. A compomul as claimed in claim 1« wbich is 3-[3- 
[4<6•flao^>'l^-bcn2aaoxazo^^yl>^pq^midinyl]- 
piopoxylaniline, or a phairoaceuttcaUy acceptable acid 
addition salt thereof. 

4S. A componnd as daimed in claim 1, which is 3-[3- i 
[4<&'flBQK)-l,2'benzifioiazol-3-yl>l-iriperidinyl^ 
propoxy]'4methoxyamlme, or a pharmaceutically ac- 
ceptable add addidoc salt thereof. 
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49- A compound afi claimed m daim 1, which is l-t4- 
[3^4^6-fluoro-l,2-bciizi»thiaJ»l^^ 
propaFxy]-3-methylammophettyl]ei^^ or apharma- 
ceuticfllly acceptable add addition salt thereof. 

50. A ix>mpounjd as claimed id claim 1. which »N-[3- 
[3*[4^6^fi^i03eo- J >2-ben2asothiazol-3-yl)- l-piperidinyl]- 
propoxyJ-4^iiethaxypheayl]acetami^ or a pharmaceu- 
tically jux^eptable acid additioo salt thereof* 

51. A compoimd as claimed in claim h winch is l-[4- 
[3-[4<6-fInoIC^-1^2^bcnzi»oihia«)^^^ 
prc^xy>3-methoxyphenyllethaiiotie, or a phannaceu- 
ticaliy acceptable add additioa salt thereof. 

52. (Amended) A compound as claimed in claim [1] j_32, which is N,N-diinethyl- 
4-[3-[4-(6-fluoro-l,2-benzisoxazol-3-yl)-l-piperidinyl]propoxy]0-methoxyben2amide, or a 
pharmaceutically acceptable acid addition salt thereof 



53. (Amended) A compound as claimed in claim llj 132 . which is l-[4-[3-[4-(6- 
fluoro* l,2-hen2isoxazol-3-yl)-l-piperidinyl]-propoxy]-3-methoxyphenyl]ethanoae oxime, or a 
phamiaceutically acceptable acid addition salt thereof 



54. (Amended) A compound as claimed in claim [1] 132. which is l-[4-[3-[4-(6- 
fluoro- 1 ,2-benzisoxazol-3-yl)- 1 -piperidinyl]-propoxy]methoxyphenyl]ethanone oxime 0-methyl 
ether, or a pharmaceutically acceptable acid addition salt thereof. 



55, (Amended) A compound as claimed in claim 111 132 , which is l-[4-[3-[4-{6- 
fluoro-l,2-benzisoxa2:ol-3-yl)-l-piperidinyl]-propoxy]-3-methoxyphenyl]ethanone hydrazone, or 
a pharmaceutically acceptable acid addition salt thereof 
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56. (Amended) A compound as claimed in claim [ 1] 132> which is 6-fluoro-3-[ 1- 
[3-[2-methoxy-4-(l-methylethenyl)phenoxy]-propyl]-4-piperidiTiyl]-l,2-benzisoxazole, or a 
pharmaceutically acceptable acid addition salt thereof. 

57. (Amended) A compound as claimed in claim [l] 87, which is (2)'l'[4-[[4-[4- 
(6-fluoro-l,2-benzisoxazol-3-yl)-l-piperidinyl]-2-butenyl]oxy]-3-methoxyphenyl]cthanonc, or a 
pharmaceutically acceptable acid addition salt thereof. 



58. (Amended) A compound as claimed in claim [ 1 1 87, which is (E)-l -[3-[4-[[4- 
(6-fluoro- 1 ,2-ben2isoxazol-3-yl3-l -piperidinyl]-2-butenyl]oxy]-4-hydroxyphenylJethanone, or a 
pharmaceutically acceptable acid addition salt thereof. 



59. (Twice Amended) A compound |as claimed in claim 1]^ which is (E)-l-[3-[4* 
[[4-(6-fluoro-l,2-beriz.isoxazol-3-yl)-l-piperidinyl]-2-butenyl]oxy]-4-ber;2yloxyphenyl]ethanone, 
or a pharmaceutically acceptable acid addition salt thereof 
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60. A (xsmooimd as ddmcd in claim 1, which is 1-I4< 
[3-[4-(6.FlMlfb-l^ben2MWxazol-3-y^-l-I»ipe^^ 
piopoxy]-3'bromophe&yl]etbafione or a phannacenti*- 
) cally acceptable acid addtdon salt thereof. 

€L A compound as claimed in claim Ij wUch ts 
[3-[4-(6-fhio(KHl,2-beii2iMxazol-3-yl)-l-piper^^ 
propoxyl-3-mcthi«yplieayl]-2,2,2-t!^flDOrocrthai^ or 
a pharmaceuticaUy acc^table add addittoit salt 
j thereof. 

€2. A compoimd as claimed in dalm wbich is 3-[1^ 
[3_[4_(l-inetho3syethyl>2-hydiCKypheno35yl]propyl]^ 
pipendinylj^fliioro'l^-baizisoiiazole, or a phaima- 
ceuticaHy acceptable add addition salt thereof. 

} 63. A compoimd as claimed in <^sizii 1, whicli is l-[4< 
[3-[4-(6<^uoro-l32'beim80(l]ia2ol'3-yl)-l-piperidiiiyl]- 
propoiy]-3-hydrogyphenyl]etliann(ne^ or a phaxmaceu- 
ticsly acceptable add «Mtiion salt theceof- ^ 
64. A cotdpocnd as claimed in claim 1, wMch is 4-[3' 

; [4^6-fliKHv-lj24>enziaothia2x>lr3-yI)-l-piperi^ 
piopoxyl'S^metlioxy-ai^ha-ineikylbeitzeneniethanol; ot 
a phaimaceutically acceptable add addition salt 
thereof. 

65. (Twice Amended) Acoinpound as claimodincldm |], whichis l-OR.)-(-)-[^- 
[3 -(6-nuori|^^ ,2-benzisoxazol- 3 -yl>- 1 -piperidinyl J-Z-melhyl- 1 -propoxy] -3- 
metho?cyphei)yl]?than<3ne, or] 104. which is. \-(K)4-)-\4-\3-[A-(i-flwT9AJ2-bsnziso)Lti^o]-3M)- 
l -jipeddinylj-2-Tne(hvl-l-i]T-upoxY|-3 ni<:[hoxvnlienylltithan<)ne. ur a pharmaceiitically 
acceptable acid addition salt thereof. 



66. (Amended) A compoitnd as claimed in claim [Ij 104 . which is ]-(S)(+)-[4-[3- 
[4-(<i-fluoro-l,2-beiizisoxa2ol-3-yl)-l-piperidinyl]-2-inetliyl-I-propoxy]-3- 
mcthoxyphcnylJcUianunL;, or tt pliannacculicaliy aiiuupLiiblt; ticid addition saU thcnecf. 
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fi7. The compound of daim 1» whereiii the phormsh 
ceuticaily accept&ble addition salt is selected from the 
group conastiag of salts of isiaeral adds., salts of mono- ^ 
basic carboxylic acids, salts of dibasic carboxylic acid&» ^ 
and salts of tribasic caiboxylic acids. 

68. The compouod of dbdm 67, whaebi said phamia- 
c«udcal]y acceptable addition salts are sebscted from 
thje group cxMsisting of salts of hydiochloric add, fiulfb^ ^ 
rdc add, nitdc add^ acetic add, propiQiuc add, maleic 
aadt fumaiic add, carboxysuodxiic add* and dtric add* 

€9, Th6 oompoand of datm 1, wlserein Y is in the 5 
position, 

70. The compound of claim 1, wherein Y is in the 6 25 
position. , 

71. The compoimd of daim 1, wherein Y is sdected 
from the sroup consisting of hydrogen, chlorine* bro- 
mine and fluorine. 

72. The compoimd of daim 71, wherein Y is fluorine. ^ 

73. The compound of daim 72> wherein Y is iq the 6 
position, 

74. {Amernled) The compound ordaim I, whereiTi p i& 2, X is -0-, and Y is 
(selected from the group consisring of] lower rlkoxyl , hydroxy and halogen groups |. 



75« The compound of claim 74^ whexda Y is a me- 
thoxy group. 

76. The oorapound of daim 1, whereiii Ri is — CH- 

2r-CH==CH=CH2-. 

77. (Amended) The compound of claim 1, wherein R is selected from the group 
consisting of hydrogen, Ci-Cj alkyl, C1-C3 alkoxy, hydroxyl, -COCFa* Ci-Ce alkanoyl, CI F, Br, 



I, CrC) alkylamino, I-NO3I - NO^ , -CF3, -OCF3, and -C(=0)-lower alkyl 
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78. (Amended three times) A compound of the formula: 



(R): 



m 



(Y)p- 




N 



(CH2)„(> 



o 



N 



wherein p is 1 or 2; 

Y is hydrogen, CI, Br, or F, when p is 1; 

Y is lower alkoxy[, hydroxy, or halogen] when p is 2; 
n is 2, 3, or 4; 

R is hydrogen, C1-C3 alkyl, CrCa alkoxy> hydroxyl, [alkanoylj CI, F, Br, I, amino, Ci- 
C3 mono or dialkyl amino, acylamino, -NOj, -OCF3, -CF3, alkyl^C(=0)-, 
CF3-C(=0)-, or -CH(OR7)-alkyl; 

aikyl is lower alkyl; 

R-^ is hydrogen, lower alkyl, lower alkyl-C(==0)-, or CF3-C(=0)-; 

and m is U 2, or 3; 

R is hydrogen, C1-C3 alkyl, C1-C3 alkoxy, hydroxyl, [alkanoyi,] CI, F, Br, I, amino, Cj- 
C3 mono or dialkyl amino, acylamino, -NO^, -OCF3, -CF3, alkyI-C(=0)-, 
CF3-IS(=0)-. or -CH(OR7)-alkyl; 

alkyl is lower alkyl; 

R-r is hydrogen, lower alkyl, lower alkyI-C(=0)-, or CFj-CC^O)-; 

and m is 1, 2, or 3; 

all geometric, optical and stereoisomers thereof or a pharmaceutically acceptable acid 
addition salt thereof. 
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79. (Twice Amended) A compound of the formula: 




(Y)p- 




N— (CH2)s-0- 



wherein p is 1 or 2; 

Y is hydrogen, CI, Br, or F, when p is 1 ; 

Y is lower alkoxy[, hydroxy, or halogenj when p is 2; 
n is 2, 3, or 4; 

R is hydrogen, C1-C3 alkyl, C1-C3 alkoxy, hydroxyl, acyl, alkanoyl, CI, F, Br, I, amino, Ci- 
C3 mono or dialkyl amino, acylamino, -NO2, -OCF3, -CF3, alkyl-C(=0)-, 
CF3-C(-0)-, or-CH(OR7)-alkyl; 

alkyi is lower alkyl; 

R7 is hydrogen, lower alkyl, [or] lower aLkyl-C(^O)-, or CF3-C(=0)-; 
and m is 1, 2, or 3; 

all geometric, optical and stereoisomers thereof or a pharmaceutically acceptable acid 
addition salt thereof. 
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80. (Amended five times) A compound as claimed in claim 1 [of the formula: 




wherein 

X is -0- or -S-; 
p is 1 or 2; 

Y is hydrogen, lower alkyl, hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy, trifluoromethyl , nitro, or amino, when p is 1; 

Y is lower alkoxy, hydroxy and halogen when p is 2 and X is -0-; 
(R,) is R^o, R21, or Rj^, wherein: 

R20 is -(CHj)^- where n is 2, 3, 4 or 5; 
R21 is 

R21 is 

-CH2-CH=CH-CH2-, 
-CH2-C-C -CH2-, 
-CH2-CH =CH-CH2-CH2-, 
-CH^-CH^-CH = CH-CH2-, 



Application/Control Number: 09/712,129 
Art Unit: 1600 



Page 21 



-CHj-C^C-CHi-CHj-, or 

^CH;2-CH2— C SC-CH2— , 
the -CH = CH- bond being cis or trans; 
R22 is R20 or R21 in which one or more carbon atoms of R20 or R2] are 

substituted by at least one Ci-C^ linear alkyl group, phenyl group or 



m is 1, 2, or 3; and 

when m is 1, 2, or 3, R is hydrogen, lower alkyl, lower alkoxy, hydroxy), carboxyl, 
chlorine, fluorine, bromine, iodine, amino, lower mono or dialkyiamino, 



lower alkyleneyl 




where Zi is lower alkyl, -OH, lower alkoxy, -CF3, -NO. 
-NH2 or halogen; and R and m are as defined 



hereinafter; 
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nitro, lower alkyl thio, trifluoromethoxy> cyano, acylamino, trifluorometliyl, 
trifluoroacetyl, aminocarbonyl, monc^lkylaminocarbonyl, 
dialkylaminocarbonyl, formyl, -C(=0)-alkyl, -C(=0)-0-alkyl, 
_C(=0)-aryl, -C(=0)-heteroaryl, ~CH(OR'')-alkyl, -C(=W)-aIkyl, 
-C(^W)-aryl, and -C(=W)-heteroaryl; 

alkyl is lower alkyl; 

aryl is phenyl or 




where R5 is hydrogen, lower alkyl, lower alkoxy, hydroxy. 



3 
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chlorine, fluorine, bromine, iodine, lower 
monoalkylamino, lower dialkylamino, nitro, cyano, 
trifluoromethyl, trifluoromethoxy; ^ 

heteroaryl is 




Q3 is -NH-, -CH=N-; 

W is CH2 or CHRg or N-R^; 
R7 is hydrogen, lower aikyl, or acyl; 

Ra is lower alkyl; 

Rg is hydroxy, lower alkoxy, or -NHRio; and 

R^n is hydrogen, lower alkyl, C1-C3 acyl, aryl, 

_C(=0)-aryl or -C(=0)-heteroaryl, 

where aryl and heteroaryl are as defined above; 

and] 

with the proviso that when m is 3, R is not -C( = 0)-heteroaryl or 
_C( = W)-heteroaryl; 

[all geometric, optical and stereoisomers thereof J or a pharmaceutically acceptable 
acid addition salt thereof. 
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81 . (Amended) A compound as claimed in claim [1] 87, which is (E)-l'[4-[[4-[4-(6- 
nuoro-I,2-benzisoxazolO-yl)-l-piperidinyl]-2-butenyl]oxy]-3-methoxypheiiyl]ethanone, or a 
phannaceutically acceptable acid addition salt thereof, 

82. (Amended) A pharmaceutical composition^ which comprises a compound as 
claimed in anyone of claims [1-8 1 J 1-75 and 77-81 , and a phamnaceutically acceptable carrier 

therefor. 

83, (Amended) An antipsychotic composition which comprises a compound as 
claimed in anyone of claims [1-81) 1-75 and 77-81 , in an amount sufficient to produce an 
antipsychotic effect, and a phannaceutically acceptable carrier therefor, 

84, (Amended) A method of treating psychoses, which comprises administering to a 
mammal a psychoses- treating effective amount of a compound as claimed in any one of claims (1- 
81] 1-75 and 77-8 1. 

85. (Amended) An analgesic composition which comprises a compound as claimed 
in any one of claims (1-81) 1- 75 and 77-81 , in an amount sufficient to produce a pain-relieving 
effect, and a phamiaceulically acceptable carrier therefor. 



86. (Amended) A method of alleviating pain, which comprises administering to a 
mammal a pain-relieving effective amount of a compound as claimed in any one of claims [1-81] 
1-75 and 77-81. ^ ' 
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87. (Amended) A compound of the formula 



(R), 



00, 




(Ri)— O 




wherein 

X is -O" Of -S-: 
p is 1 or 2; 

Y is hydrogen, lower alkyl. hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy. trifluoromethyl. nitro. or amino, when p is 1: 

Y is lower alkoxy. hydroxy and halogen when p is 2 and X is -O-: 
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{Eilis 

-CH^-CH=CH-CH. 
~CH->-C - C-CH^- . 









-CHr 


-C^C- 


-CH.-CH,-. or 


-CH,- 


-CHr 


C^C-CH,-. 



the •-CH=CH- bond being cis or trans: 
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R is hydrn|>en. lower alkvl. lower alkoxv. hvdroxvl. carboxvl, chlorine, fluorine. 

bromine, iodine, amino, lo wer mono or dialkvlamino. nitro. lower alkyi thio. 
trifluoromethoxy, cyano. acylamino. trifluoromethvL trifluoroacctyl. 
aminocarbonyl.dialkylamin ocari^onvl. formvl. -Cf=Q>-alkvL 
-Cf =OWO-^alkvl. -C(=QVarvl. -Cf =QVheteroarvl. -CHfOR,'>-alkv1. 
-Cf =W^-alkvl. -Cf =W^-arvl. or -Cr=W)~heteroarvl: 



wherein alkyl is lower alkyl: 



aryl is phenyl or 




wherein R< is hydropcn. lower alkyl. lower alkoxy. hydroxy. 



chlorine, fluorine, bromine, iodine, lower 



monoalkylamino. lower dialkylamino. nitro. cyano 



trifluoromethvL or trifluoromethoxv: 



heteroaryl is 




wherein 0. is -0-. -S-. -NH-. or -CH=N-: 
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W i$ CH, or C H Rfl or N-R ,: 
Rj is hydrogen, lower alkyL or acyl:_ 
Rb is lower alkyl; 

R a is hydroxy, lower alkoxy, or -NHR jo: and 

Ri r^ is hydrogen, lower alkvL C^Q acvL aryl. 

-Cf =OWarvl, or -C( = OVheteroary!, 
wherein aryl and heteroaryl are as defined above: 
and 

m is 1, 2. or 3: 

all geometric, optical and stereoisomers thereof, or a pharmaccutically acceptable 
acid addition salt thereof. 
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88. The compound of claim 87. wherein the pharmaceuticallv acceptable addition salt 
is selected from the group consisting of salts of mineral acids, salts of monobasic carboxvlic 
acids, salts of dibasic carboxylic acids, and salts of tribasic carboxylic acids, 

89. The compound of clairn 88> wherein said pharmaceutically acceptable addition 
salts are selected from the group consisting of salts of hydrochloric acid, sulfuric acid, nitric acid, 
acetic acid, propionic acid, maleic acid, fumaric acid, carboxvsuccinic acid, and citric acid. 

90. The compound of claim 87. wherein Y is in the 5 position. 

9 1 . The compound of claim 87. wherein Y is in the 6 position. 

92. The compound of claim 87, wherein Y is selected from the group consisting of 

hydrogen, chlorine, bromine and fluorine. 
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93. The compound of claim 92. wherein Y is fluorine, 

94. The compound of claim 93. wherein Y is in the 6 position. 

95. The compound of claim 87. wherein p is 2, X is -0-. and Y is selected from th 
TOUp consisting of lower alkoxv. hydroxy and halogen groups, 

96. The compound of claim 95, wherein Y is a methoxy group, 

97. The compound of claim 87. wherein is -CH.-CH=CH-CH.-, 

98. The compound of claim 87. wherein R is selected from the group consisting of 
hydrogen. C i-Ci alkvK Ci-C^ aikoxv. hvdroxvL -COCF ^. Ci-O alkanovL CI, F, Br, K C i-Cj 



altk^lamino, -NO?. -CFi. -OCFy and -C-lowcr alkyl. 

99. A pharmaceutical composition, which comprises a compound as claimed in claim 
87. and a pharmaceutically acceptable carrier therefor^ 

100, An antipsychotic composition which comprises a compound as claimed in claim 
87, in an amount suff i cient to produce an antipsychotic effect, and a pharmaceutically acceptable 
carrier therefor. 
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101 ■ A method of treating psychoses, which comprises administering to a mammal a 
psychoses-treating effective amount of a compound as claimed in claim 87. 

'^^ 102. An analgesic composition which comprises a compound as claimed in claim 87, 
in an amount sufficient to produce a pain-relieving effect, and a phamaaceuticallv acceptable 
carrier therefor. 



1 03. A method of alleviating pain, which comprises administering to a mammal a 
pain-reheving effective amount of a compound as claimed in claim 87. 
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104. (AmeiidedYA compound of the formula 




wherein 

X is -O- or ^S-: 
p is 1 9 r 2 ; 

Y is hydrogen, lower alkyl. hydroxy, chlorine, fluorine, bromine, iodine, lower 

alkoxy. trifluorcmethyl. nitro. or amino, whenp is 1: 

Y is lower alkoxy. hydroxy or halogen when p is 2 and X is -Q-: 

(Ri 'l is R.,n or R-jj ) in which one or more carbon atoms ofRn^ or R-, , are subst ituted bv 
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at least one CrC^ linear alky l group, phenyl group or 



lower alkyleneyl ( ( ) / • 



wherein is lower alkvl. -OH. lower alkoxv. -CFg. -NO^. -NH^^iHL 
halogen: 

14 

1^05. The compound of claim 104, wherein the phamiaceuticallv acceptable addition 
salt is selected from the group consisting of salts of mineral acids, salts of monobasic carboxylic 
acids, salts of dibasic carboxvHc acids, and salts of tribasic carboxylic acids. 



106. The compound of claim 105. wherein said pharmaceuticallv acceptable addition 
salts are selected from the group consistitig of salts of hydrochloric acid, sulfuric acid, nitric ack 
acetic acid, propionic acid, maleic acid, fumaric acid, carboxysuccinic acid, and citric acid. 



107 



108 



The compound of claim 104. wherein Y is in the 5 position 
The compound of claim 104, wherein Y is in the 6 position 
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109. The compound of claim 104. wherein Y is selected from the group consisting of 



112. The compound of claim 104. wherein p is 2. X is -0-. and Y is selected from the 
group consisting of lower alkoxv. hydroxy and halogen groups. 

113. The compound of claim 1 12. wherein Y is a methoxy group. 

114. The compound of claim 104. wherein R is selected from the group consisting of 
hydrogen. C .-Q alkvl. Ci-C^ alkoxv. hvdroxvl. -COCFi. C i-G^ alkanovl. CI. F. Br. I. Ci-C^ 

0 

, 1 

alkvlamino. -NO2. -CFu -OCFyand -C-lower alkvl. 




1 10. The compound of claim 109. wherein Y is fluorine 



111. The compound of claim 110, wherein Y is in the 6 position. 
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115. A pharmaceutical composition, which comnrises a compound as claimed claim 
104. and a pharmaceutically acceptable carrier therefor. 

116. All antipsychotic composition which comprises a CQmpound as claimed in claim 
104. ifa an amount sufficient to produce an antipsychotic effect, and a Dharmaceuticallv 
acceptable carrier therefor. 



117. A method of treating psychoses, which comprises administering to a mammal a 
psychn.ses-treating effective amount of a compound as claimed in claim 104. 
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1 18. An anal|gesic composition which comprises a compound as claimed in claim 104. 
in an amount sufTicient to produce a pain-relieving effect, and a pharmaceutical Iv acceptable 

carrier therefor. 

1 19. A method of alleviating pain> which comprises administering to a mammal a 
pain'relievinp effective amount of a compound as claimed in claim 104. 

1 20. A compound as claimed in claim 87, with the proviso that when m is 3. R is not 
-Cr^Ol-arvl or -Cf^O-heteroarvi. all geometric, optical and stereoisomers thereof, or a 
pharmaceuticaliv acceptable acid addition salt thereof 

121. A pharmaceutical composition, which comprises a compound as claimed in claim 
1 20. and a pharmaceutically acceptable carrier therefor. 

122. An antipsychotic composition which comprises a compound as claimed in claim 
120. in an amount sufficient to produce an antipsychotic effects and a pharmaceutically 
acceptable carrier therefor. 

123. A method of treating psychoses, which comprises administering to a mammal a 
psychoses-treating effective amount of a compound as claimed in claim 120. 
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1 24. An analgesic composition which comprises a compound as claimed in claim 120. 
] in an amount sufficient to produce anain-relieving effect, and a pharmaceuticallv acceptable 
carrier therefor. 

1 25 . A method of alleviating; pain, which comprises administering to a mammal a pain- 
relieving effective amount of a compound as claimed in claim 120. 

126. A compound as claimed in claim 104, with the proviso that when m is 3, R is not 
-C(^0)-arvK or 'Cf=0)-heteroarvl all geometnc. optical and stereoisomers thereof, or a 
pharmaceuticallv acceptable acid addition salt thereof 

127. A pharmaceutical composition, which comprises a compound as claimed in claim 
126. and a pharmaceuticallv acceptable carrier therefor, 

1 28. An antipsychotic composition which comprises a compound as claimed in claim 
126, in an amount sufficient to produce an antipsychotic effect, and a phannaceutically 
acceptable carrier therefor. 

129. A method of treating psychoses, which comprises administering to a mammal a 
psvchoses-treating effective amount of a compound as claimed in claim 126. 
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130. An analf^esic composition which comprises a cqmpqurid as claimed in claim 126, 
in an aino\{ . nt sufficient to produce a pain-relieving effect, and a pharmaceutical Iv acceptable 
carrier therefor 

131. A method of alleviating pain, which comprises adniinisterin|g to a mammal a pain- 
relieving effective amount of a compound as claimed in claim 126. 

132. (Amended) A compound of the formula 




wherein 

X is -Q- or -S-: 
p is 1 or 2: 

Y is hydrogen, lower alkyl. hydroxy, chlorine - fluorine, bromine, iodine. 

tower aikoxv, trifluoromethyl. nitro. or amino, when p is 1: 

Y IS lower alkoxv. hydroxy or halogen when p is 2 and X is --Q-: 
n is 2. 3. 4 or 5; 
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R is hydrogen, lower alkyl- lower alkoxy. hydroxvl. carboxvL chlo rine, fluorine. 
bromine, iodine, amino, lower mono or dialkylamtno. nitro. lower alkyl thio. 
trifluoromethoxv- cyano. acvlamino. trifluoromethvl. trifluoroacetyl. 
aminocarbonyl. dialkylaminocarbonyl. formyl. -C(=Q1-alkyl. 
-Cr=OVQ-allcyl- -Cr=OVaryl. ^Cf ==0>-heteroarvi. -CHrOR , Valkvl. 
-Cr^WValkvI. -C(=W)-aryl. or -Cf^WVheteroarvl: 
wherein alkyl is lower alkyl; 

aryl is phenyl or 




wherein Rj is hydrogen, lower alkyl. lower alko xy. hydroxy 
chlorine, fluorine, bromine, iodine, lower 
monoalkylamino. nitro. cyano. trifluoromethyL or 
trifluoromethoxv: 

heteroaryl is 
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wherein is -Q-. -S-. or -CH=N-: 

W is CH^ or CHR, or N-R o : 
R-f is hydrogen, lower alkyl. or acyl: 

Rg is lower alkvl: 

R ^ is hydroxy, lower alkoxy. or -NHR^y : and 

R, ^ is hydrogen, lower alkyl. C ^C . acyl. aryl. 
-Cr =Q^-aryl or -C( ^QVhetcroarvl: 

wherein aryl and heteroarvl are a s defined above: 
and 

m is 1. 2. or 3: 

with the proviso that at least one R is selected f rom the yroup consisting of 
^ii ^lkylaminocarbonvl. formvl. - rf = WValkyl. -r<'=W^-arvl. and 
-rr=WVheteroarvl: 

all {geometric, optical and stereoisomers thereof - or a pharmaceuticallv acceptable 
^cid addition salt thereof. 
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1 33 > T^e compound of claim 132. wherein the pharmaceuticallv acceptable addition 
alt is selected from the group consisting of salts of mineral acids, salts of monobasic carhoxvlic 
,cids. salts of dibasic carboxvlic acids, and sahs of tribasic carboxvhc acids. 

134. The compound of claim 133. wherein said pharmaceuticallv acceptable addition 

salts aie selected from the group consisting of salts of hydrochloric add, sulfuric acid, nitric acid, 
acetic acid, propionic acid, maleic acid, fiimaric acid, carboxvsuccinic acid, and citric acid. 

135. The compound of claim 132, wherein Y is in the 5 position. 

136. The compound of claim 132. wherein Y is in the 6 position^ 

1 37. The compound of claim 132. wherein Y is selected from the group consisting of 
hydrogen, chlorine, bromine and fluorine. 

138. The compound of claim 137, wherein Y is fluorine. 

139. The compound of claim 138. wherein Y is in the 6 position. 



Application/Control Number: 09/712,129 
Art Unit: 1600 



Page 42 



, lifi^ — The compound of claim 132. wherein p is 2. X is -0-. and Y is selected from the 
group consisting of lower alkoxv, hydroxy and halogen groups. 

ML The compou nd of claim 140. wherein Y is a methoxy group, 

^42. The compound of claim 132. wherein one R group is selected from the sroixp 

consisting of hydrogen. C^-C^ alkyl. C,-Ci alkoxv. hvdroxvl. -CQCF ,. Ci-Cfi alkanovl. CI F. Br. 

O 

II 

I Ci^Ci alkvlamino. -NOx -CFx. -OCF^ and -C-lower alkvl. 

Ml: A pharmaceutical composition, which comprises a compound as claimed in claim 

132, and a p harm aceuticallv acceptable carrier therefor. 

'"144: An antipsychotic composition which comprises a comp ound as claimed in claim 

132. in an amount s ufficient to produce an antipsychotic effect, and a p harm aceuticallv 
acceptable carrier therefor. 

1^ A method of treating psychoses, which comprises administering to a mammal a 

psychoses-treating effective amount of a compound as claimed in claim 132. 

146^ — An analgesic compositi on which comprises a compound as claimed in claim 132, 
in an amount sufficient to produce a pain-relieving effect, and a pharmaceuticallv acceptable 
earner therefor. 
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147. A method of alleviatinp pain which romnrises «Hmi n isteringto am.mm^j 
pain-relievinp effective amount of a mmp nnnd as claimeH in r.bim 1 
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